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 ﺷﻮد. ﻲﻣﺰﻣﻦ ﺷﻨﺎﺧﺘﻪ ﻣ ﻳﺖﮔﺎﺳﺘﺮ ﻋﻠﻞ ﻳﻦاز ﻣﻬﻢ ﺗﺮ ﻳﻜﻲﺑﻮده و  ﻲﮔﺮم ﻣﻨﻔ يﺑﺎﻛﺘﺮ ﻳﻚ ﻴﻠﻮريﭘ ﺎﻛﺘﺮﻴﻜﻮﺑﻫﻠ ﻣﻘﺪﻣﻪ:
  (AgaC) A ﻣﺮﺗﺒﻂ ﺑﺎ ژن ﻴﺘﻮﺗﻮﻛﺴﻴﻦﻣﺎﻧﻨﺪ ﺳ ﻴﻠﻮريﭘ ﻴﻜﻮﺑﺎﻛﺘﺮﺣﺪت ﻫﻠ يﻧﺸﺎن داده اﻧﺪ ﻛﻪ ﻓﺎﻛﺘﻮر ﻫﺎﻣﺘﻌﺪدي  ﻣﻄﺎﻟﻌﺎت
ﻣﻄﺎﻟﻌﻪ  ﻳﻦداﺷﺘﻪ ﺑﺎﺷﻨﺪ. ﻫﺪف ا يا ﻳﮋهﻧﻘﺶ و ﻳﺪﺷﺪ ﻴﻨﻲﺗﻈﺎﻫﺮات ﺑﺎﻟ ﻳﺮو ﺳﺎ يروده ا يﻣﻌﺪه، ﻣﺘﺎﭘﻼز ﻲﺗﻮاﻧﻨﺪ در آﺗﺮوﻓﻲﻣ
ﺳﺮﻃﺎن ﻣﻌﺪه در  ﻴﻮﻣﺎرﻛﺮﻫﺎيﺑ ﻲﺑﺎ ﺳﻄﺢ ﺳﺮﻣ ﻴﻠﻮريﭘ ﻴﻜﻮﺑﺎﻛﺘﺮﻫﻠ AgaC ﻴﻦﺗﻮﻛﺴ ﻲآﻧﺘ ﻲارﺗﺒﺎط ﺳﻄﺢ ﺳﺮﻣ ﻳﺎﺑﻲارز
در  ﻲدرﻣﺎﻧ ﻳﺎ ﻴﺸﮕﻴﺮاﻧﻪاﻧﺠﺎم ﭘﺮوﺗﻜﻞ ﭘ يﺑﻪ ﻣﻨﻈﻮر اراﺋﻪ راﻫﻜﺎر ﻣﻨﺎﺳﺐ ﺑﺮا ﻲﻣﺒﺘﻼ ﺑﻪ اﺧﺘﻼﻻت ﻣﺰﻣﻦ ﮔﻮارﺷ ﻴﻤﺎرانﺑ
  ﺑﺎﺷﺪ. ﻲﺐ ﻣزﻣﺎن ﻣﻨﺎﺳ
 يﻫﺎ ﻳﺸﮕﺎهﺑﻪ آزﻣﺎ ﻲارﺟﺎﻋ ﻲﺑﺎ ﺳﺎﺑﻘﻪ اﺧﺘﻼﻻت ﻣﺰﻣﻦ ﮔﻮارﺷ ﻴﻤﺎرﺑ 956ﺑﺎ ﺗﻮﺟﻪ ﺑﻪ ﻧﻮع ﻣﻄﺎﻟﻌﻪ، از ﺗﻌﺪاد روش ﻫﺎ: 
و ﺗﻬﻴﻪ  ﺧﻮن ﻴﺮيﻧﻤﻮﻧﻪ ﮔ ﻲﺷﻬﺮ ﻛﺮﻣﺎن ﺑﻪ ﺻﻮرت ﺗﺼﺎدﻓ يﻫﺎ و درﻣﺎﻧﮕﺎه ﻫﺎ ﻴﻤﺎرﺳﺘﺎنﺑ يﻫﺎ ﻳﺸﮕﺎهآزﻣﺎ ﻲ،ﻃﺒ ﻴﺺﺗﺸﺨ
ﺑﺎ اﺳﺘﻔﺎده از ﻛﻴﺖ ﺑﺮ روي ﻧﻤﻮﻧﻪ ﻫﺎي ﺳﺮﻣﻲ ﺑﻴﻤﺎران  ﻴﻠﻮريﭘ ﻴﻜﻮﺑﺎﻛﺘﺮﻫﻠﺿﺪ  GgI يﺑﺎد ﻲآﻧﺘﺳﻨﺠﺶ  .ﻳﺪاﻧﺠﺎم ﮔﺮد ﺳﺮم
 ﻴﻠﻮريﭘ ﻴﻜﻮﺑﺎﻛﺘﺮﻫﻠ AgaCﺿﺪ  GgI يﺑﺎد ﻲآﻧﺘ ﻴﺰانﻣو ﺳﻨﺠﺶ  dnibonoMﺳﺎﺧﺖ ﺷﺮﻛﺖ  GgI irolyP.Hاﻻﻳﺰاي 
 ﻴﺮياﻧﺪازه ﮔ اﻧﺠﺎم ﮔﺮدﻳﺪ. NUMMIORUE ﺷﺮﻛﺖ  AgaC irolyp retcabocileH-itnAﺗﻮﺳﻂ ﻛﻴﺖ اﻻﻳﺰاي 
ﻣﺪل  saboCﺑﺎ دﺳﺘﮕﺎه ﻣﺮﺗﺒﻂ ﺑﺎ ﺳﺮﻃﺎن ﻣﻌﺪه  AECو  9-91aC،  521AC ﻲﺳﺮﻃﺎﻧﻫﺎي  ﻴﻮﻣﺎرﻛﺮﺑ ﻲﻏﻠﻈﺖ ﺳﺮﻣ
آﻟﻤﺎن اﻧﺠﺎم ﮔﺮدﻳﺪ و ﻧﺘﺎﻳﺞ ﻣﺮﺑﻮط ﺑﻪ ﺳﻄﺢ ﺳﺮﻣﻲ ﺑﻴﻮﻣﺎرﻛﺮ در اﻓﺮاد ﻣﺒﺘﻼ ﺑﻪ  ehcoRو ﺗﻮﺳﻂ ﻛﻴﺖ  114e- saboC
آﻣﺎري در ﮔﺮوه ﻫﺎي ﻣﺨﺘﻠﻒ ﺑﺎ ﻣﺤﺎﺳﺒﺎت ﻣﺜﺒﺖ ﺑﺎ اﻓﺮاد ﻏﻴﺮ ﻣﺒﺘﻼ ﻣﻘﺎﻳﺴﻪ ﺷﺪ.  AgaC ﻫﻠﻴﻜﻮﺑﺎﻛﺘﺮ ﭘﻴﻠﻮريﻋﻔﻮﻧﺖ ﻫﺎي 
ﻧﺴﺨﻪ  SSPSدر ﻧﺮم اﻓﺰار آﻣﺎري  yentihw-nnaMو  sillaw-laksurK، erauqS-ihC nosraePاﺳﺘﻔﺎده از ﺗﺴﺖ 
ﺑﺮاي ﻣﺘﻐﻴﺮﻫﺎي ﻛﻴﻔﻲ  ﻧﺘﺎﻳﺞﻧﺸﺎن دﻫﻨﺪه ﺗﻔﺎوت آﻣﺎري ﺑﻴﻦ ﮔﺮوه ﻫﺎ ﺑﻮد.  0/50اﻧﺠﺎم ﮔﺮدﻳﺪ. ﻣﻘﺪار ﻣﻌﻨﺎداري ﻛﻤﺘﺮ از  12
  . ﺷﺪ ﻓﺮاواﻧﻲ ﻧﺴﺒﻲ ﮔﺰارش ﺑﻪ ﺻﻮرت
 ﻴﻜﻮﺑﺎﻛﺘﺮﻫﻠﺿﺪ  GgI يﺑﺎد ﻲآﻧﺘ%( ﻧﻤﻮﻧﻪ ﺑﺮاي  85/1) 383ﺳﺮم ﺑﻴﻤﺎر ﺑﺮرﺳﻲ ﺷﺪه، ﺗﻌﺪاد  956از ﺗﻌﺪاد ﻛﻞ  ﻳﺎﻓﺘﻪ ﻫﺎ:
 يﺑﺎد ﻲآﻧﺘآزﻣﻮن ﻫﻤﺒﺴﺘﮕﻲ ﭘﻴﺮﺳﻮن ارﺗﺒﺎط ﻣﻌﻨﺎداري ﺑﻴﻦ ﻣﻴﺰان  .%( ﻧﻤﻮﻧﻪ ﻣﻨﻔﻲ ﺑﻮدﻧﺪ 14/9) 672ﻣﺜﺒﺖ و  ﻴﻠﻮريﭘ
  AgaCﺿﺪ  يﺑﺎد ﻲآﻧﺘ(. ﻣﻴﺰان اﻧﺪازه ﮔﻴﺮي ﺷﺪه p=0/622ن ﻧﺪاد )و ﮔﺮوه ﻫﺎي ﺳﻨﻲ ﻧﺸﺎ ﻴﻠﻮريﭘ ﻴﻜﻮﺑﺎﻛﺘﺮﻫﻠﺿﺪ  GgI
ﺑﻪ  Lm/URﺑﺮ ﺣﺴﺐ  ﻛﻤﻲﻴﻠﻮري ﺑﻪ روش ﭘ ﻴﻜﻮﺑﺎﻛﺘﺮﺿﺪ ﻫﻠ GgI يﺑﺎد ﻲآﻧﺘدر دو ﮔﺮوه ﺑﻴﻤﺎران ﻣﻨﻔﻲ و ﻣﺜﺒﺖ ﺑﺮاي 
 اﻳﻦ اﺧﺘﻼف از ﻟﺤﺎظ آﻣﺎري ﺑﻴﻦ دو ﮔﺮوه tset-tﺑﻮد و ﺑﺮ اﺳﺎس آزﻣﻮن  55/80 ± 07/06و  39/59 ± 301/33ﺗﺮﺗﻴﺐ 
  (. p=0/310ﻣﻌﻨﺎدار ﺑﻮد )
ﺑﻪ ﺗﺮﺗﻴﺐ  AgaC ﺿﺪ GgI يﺑﺎد ﻲآﻧﺘدر اﻓﺮاد داراي  AECو  9-91aC، 521ACﻣﻴﺎﻧﮕﻴﻦ ﺳﻄﺢ ﺑﻴﻮﻣﺎرﻛﺮﻫﺎي ﺳﺮﻃﺎﻧﻲ 
ارﺗﺒﺎط ﻣﻌﻨﺎداري را ﺑﻴﻦ ﻧﻤﻮﻧﻪ ﻫﺎي  tset-tﻧﻔﺮ( ﺑﺪﺳﺖ آﻣﺪ آزﻣﻮن  74)  2/54ﻧﻔﺮ( و  53) 31/09ﻧﻔﺮ(،  74) 61/43
ﻳﻚ از ﺑﻴﻮﻣﺎرﻛﺮﻫﺎي ﺳﺮﻃﺎﻧﻲ ﻧﺸﺎن ﻧﺪاد.  آزﻣﻮن ﻛﺎي اﺳﻜﻮﺋﺮ ارﺗﺒﺎط ﻣﻌﻨﺎداري را  ﻣﺜﺒﺖ و ﻛﻨﺘﺮل ﻣﻨﻔﻲ ﺑﺮاي ﻫﻴﭻ AgaC
( اﻣﺎ ﺗﻨﻬﺎ ﺑﻴﻦ ﮔﺮوه ﻫﺎي ﺳﻨﻲ و ﺑﻴﻮﻣﺎرﻛﺮ 50,0 >pﺑﺮاي ﻫﻴﭻ از ﺑﻴﻮﻣﺎرﻛﺮﻫﺎ ﺑﺎ ﺟﻨﺴﻴﺖ ﻳﺎ ﮔﺮوه ﻫﺎي ﺳﻨﻲ ﻧﺸﺎن ﻧﺪاد )
ﻮﻣﺎرﻛﺮﻫﺎي ﺳﺮﻃﺎﻧﻲ و ﺑﻴ AgaC(. آزﻣﻮن ﻛﺎي اﺳﻜﻮﺋﺮ ﻣﻴﺎن آﻧﺘﻲ ﺑﺎدي ﺿﺪ p=0/300ﻫﻤﺒﺴﺘﮕﻲ وﺟﻮد داﺷﺖ ) AEC
ﺑﻪ ﺗﺮﺗﻴﺐ  AECو  9-91AC، 521ACارﺗﺒﺎط ﻣﻌﻨﺎداري را ﺑﺮاي ﻫﻴﭻ از ﺑﻴﻮﻣﺎرﻛﺮﻫﺎ ﻧﺸﺎن ﻧﺪاد و ﻣﻴﺰان ﻣﻌﻨﺎداري ﺑﺮاي 
ﻧﺮﻣﺎل،  521AC% ﺗﺴﺖ  39/6ﻣﺜﺒﺖ داﺷﺘﻨﺪ،  AgaCﺑﺮآورد ﺷﺪ. در ﺑﻴﻦ اﻓﺮادي ﻛﻪ  P=0/618و  P=0/739، P=0/618
  ﻧﺮﻣﺎل داﺷﺘﻨﺪ. AEC% ﺗﺴﺖ  39/6ﻧﺮﻣﺎل و  9-91AC% ﺗﺴﺖ  79/9
: ﺑﻪ ﻃﻮر ﻛﻠﻲ ﺑﺮ اﺳﺎس ﻧﺘﺎﻳﺞ اﻳﻦ ﻣﻄﺎﻟﻌﻪ ﺑﺮ روي ﺑﻴﻤﺎران ﻣﺒﺘﻼ ﺑﻪ ﺑﻴﻤﺎري ﻫﺎي ﻣﺰﻣﻦ ﮔﻮارﺷﻲ اﻣﺎ ﻓﺎﻗﺪ ﻧﺘﻴﺠﻪ ﮔﻴﺮي
ﻧﺘﻮاﻧﺴﺖ ﻧﻘﺶ ﺧﻮد را ﺑﻪ ﻋﻨﻮان ﺑﻴﻮﻣﺎرﻛﺮي ﻣﻨﺎﺳﺐ ﺟﻬﺖ  AgaCﺳﺎﺑﻘﻪ ﺳﺮﻃﺎن ﻣﻌﺪه، ﺳﻄﺢ ﺳﺮﻣﻲ آﻧﺘﻲ ﺗﻮﻛﺴﻴﻦ 
  ﺗﺸﺨﻴﺺ زود ﻫﻨﮕﺎم ﺳﺮﻃﺎن ﻣﻌﺪه ﺑﻪ ﻧﻤﺎﻳﺶ ﺑﮕﺬارد.
 AgaC ﻴﻦﺳﺮﻃﺎن ﻣﻌﺪه، ﺗﻮﻛﺴ ﻴﻮﻣﺎرﻛﺮ،ﺑ ﻴﻠﻮري،ﭘ ﻴﻜﻮﺑﺎﻛﺘﺮﻫﻠ  واژه ﻫﺎي ﻛﻠﻴﺪي: 
 
 
  
Abstract 
Background and Objectives: The gram-negative Helicobacter pylori (H. Pylori) bacterium 
is one of the most important causes of chronic gastritis. H. Pylori virulence factors, such as 
the cytotoxin-associated gene A (CagA), are involved in gastric atrophy, intestinal metaplasia, 
and other severe clinical manifestations that have been shown in different studies. This study 
was evaluated the association between the serum levels of H. Pylori CagA anti-toxin and 
gastric cancer biomarkers in dyspeptic patients.  
Methods: In this prospective investigation, a total of 659 serum samples were randomly 
collected from dyspeptic patients that were referred to clinics, hospitals, and medical 
diagnostic laboratories in Kerman. The commercial enzyme-linked immunosorbent assay 
(ELISA) kits for H. pylori IgG (Monobind, U.S.A.) and CagA IgG (Euroimmun, Germany) 
were used to evaluate the presence of anti- H. pylori and anti-CagA IgG antibodies, as 
described by manufacturers. Serum concentration of CA125, Ca19-9 and CEA cancer 
biomarkers were measeured by a commercial kit (Roche, Germany) with Cobas machine 
(Cobas-e411). Results of the biomarker serum levels were compared in H. pylori CagA- 
positive and CagA- negative patients. Statistical significance were measured using the 
nonparametric Pearson chi-squared, Mann-whitney and Kruskal-wallis tests with SPSS 
software, version 21,0 (IBM corporation). The P-value less than 0,05 were considered 
statistically significant. Results of qualitative variables were reported as relative frequency. 
Results: From 659 serum samples, a total of 383 patients (58,1%) were positive for anti- H. 
pylori IgG antibody and 276 (41,9%) were negative. The Pearson correlation test was shown 
 any significant reletion between anti- H. pylori IgG antibody and different age groups 
(p=0.226). The measured anti-CagA IgG antibodies in H. pylori CagA- positive and CagA- 
negative patients were 93,95 ± 103,33 and 55,08 ± 70.60 RU/mL, respectively. This difference 
was statistically significant between two groups (p = 0,013), based on t-test. The mean titer 
of CA125, Ca19-9 and CEA biomarkers in H. pylori CagA- positive patients were 16.34 (47 
person), 13.90 (35 person), and 2,45 (47 person), respectively. T-test did not showed 
significant difference for cancer biomarkers between CagA- positive and CagA- negative 
samples. Chi-square test showed any significant correlation between different age groups, sex, 
and biomarkers (p>0,05), however, there was a correlation between CEA biomarker at 
different age groups (p = 0,003). The Chi-square test did not show significant relationship 
between anti-CagA IgG antibodies and cancer biomarkers. The p value levels for CA125, 
CA19-9 and CEA biomarkers were 0,816, 0,937, and 0,816, respectively. Among the CagA- 
positive patients, 93,6%, 97,9%, and 93,6% were respectively shown a normal CA125, CA19-9, 
and CEA test. 
Conclusion: According to the results of this study on dyspeptic patients, the serum levels of 
H. Pylori CagA anti-toxin could not used as an appropriate biomarker for early diagnosis of 
gastric cancer. 
Keywords: Helicobacter pylori, Biomarker, Gastric cancer, CagA toxin 
  
         
 
Kerman University of Medical Sciences 
 
School of Pharmacy 
 
 
In Partial Fulfillment of the Requirements for the Degree MSc 
 
 
Title: Evaluation the relation of Helicobacter pylori CagA anti-toxin serum 
level with the gastric cancer biomarkers serum level in chronic dyspeptic 
patients in Kerman city 
 
 
By: 
Sadegh Afzali 
 
 
Supervisors: 
Dr. Ali Mandegary 
Dr. Mahmoud-Reza Heidari 
 
 
Advisor: 
Dr. Mojtaba Alimolaei 
 
 
 
Year: 2017 
 
  
  
Thesis No:١٠٠٨ 
